Most neurodegenerative diseases are characterized by proteinaceous aggregates with a defined protein structure called amyloid fibrils which are assemblies of protofilaments with cross-β structure. Abundant evidence demonstrates that these aggregates form by the de novo misfolding of normal proteins into beta sheet conformations that corrupt and recruit additional protein monomer to form oligomers and amyloid fibrils. This concept, called pathogenic templating, emerged from studies of prion disease. Pathogenic templating has been demonstrated in almost all progressive neurodegenerative diseases (Jucker and Walker,
